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■PECLAKATION OF MAT1IBW VON WRO'NSKI; Flip. 
1, Mndiew von Wronski, Ph,D. f declares .follows: 

1. r am a, citizen ofthe linked Sjatcs of Arnenca, mid ciirremly'^side in 
'Moorfcstctwn, £fe\v 'Jersey; 

2. 'I receiveda Bachelor df Arts;* degree in chemistry in 1982 from pe/uraJ 
College, Pel la, Iowa and a Bachelor of Science degree in -Basic Medical Sciences'in..l9S4 fram 
the. University of Southern Alabama, Mobile. Alabama. I received a Ph.D. in Basic Medical 
Sciences in 1989 from die University of Southern Alabama. 

3. ; Por over six^ years; I. have. been engaged in die research and development 
of diagnostic imaging, and therapeutic. agenLs, including targeted imaging agents and targeted 
therapeutics. Since 1 998,> Hiave: been,, and currendy am, employeci by Bracco- Research USA; 
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U.S.S.N. 09/S7r.974 



305 College- Road Ea^.PriSccco.n. New Jersey ^cco ^earch^. fc ^search iciehtis. with 
dune, riming.* TO h: a n d cfevelppmen, of Agnostic im«^^ . inc ,^ g ,^ ling 
compounds 'and rricthckls. 

owned by Braeco, including various United State., Hurapcnn. and other-applicauohs worldwide 
rClat " ,S te COnm f ™ diagnasuc imag^and of nixing aie^an^ Tarn 

a ^inventor ofUS. Patent Application No. 09/87 1 ,974. 

5. I have reviewed the ^abgve reference u;S.S.a 09/871,974; including the 
currently pending claims, and -am familiar wl da ihe^ycc t mau.r disclosed and;dnimed therein, 

6, 1 have reviewed the Office Action mailed February 25, 2005 ("Office- 
Action-), and make this declaration in support of the .concurrently filed Response To Office, 
Action, 

A. The Term "TKPPR Analogue" 

% As an initial matter,^ ^ ihe^hcniicai ;and biochemical 

•aids, is a;$tactunil derivative of a parent compound ihar.-ofteii {differs froiii it by a single, 
element (Vie American ^ Language, 4th Bd, ( 2p6b), 

8. Over the last five years, I have both conducted "searches .arid reviewed 
numerous references reladng to TKPPR and TKPPR analogues, and have found that references 
containing TKPPR are comprehensive and cumulative of any referenced ihat disclose TKPPfc 
analogues.. In other words, 1 do not recall ever having seen, any references thai disclose' TKPPR: 
analogues which does not also disclose TKPPR itself- This observation is consistent- with the 
well knovvn and wdl undersick)d scientific principle that TKPPfc analogues arc derived from 
TKPPR, mid thus, any references which disclose TKPPR analogues will also disclose TKPPR. 
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B. Enablement 

9. I understand that in the Office Action, claims J, 23*36 and'49and were . 
reject^ for filing iS comply With the "en ablement" requirement of 35 D.S:p,.§ H2 r J 1 based 
on the term "TKPP.R analogue.' 1 

10. i Have been informed by the auorneys for tKS.-S.N. 09/371,9.74 
("Applicant' auomeyrj that the standard-for determining whether the specification meets the 
enablement requirement .of 35 U$.C. f 112, J 3 is whether the experimentation- needed- iq 
practice the claimed' invention is undue. 

1 1 I have funlier been informed by Applicants' auorneys that one skilled in 
ihe art would be an indtvjdual with an undergraduate degrw.in chemistry or biochemistry and at 
least two years" of -graduate or. postdoctoral work Or, work experience in die field of 
radibdiagnostie or radioth^rapeutic applications. 

12. The presently claimed invention is directed to compositions comprising a 
monomer of TKPP R, or a monomer of a TKPPR analogue which specifically binds to NP-lcells 
or cells that express NP- 1 with avidity thai is equal to orgreater than TKPPR, as well as methods 

• of. ultrasound imagine comprising administering an ..ultrasound con trast agent comprising such 
compositions. 

13. As an initial matter; it is my bpiriioiLthat one of ordinary- skill in the art 
would understand based on the Specification forU:S.S;N. 09/871.974 ( u lhe , ?74.Sp.ecLficaLioh M ) 
how to practice the claimed invention- with '*a monomer of a TKPPR analogue" without any 

u ndu e experi men ta t.i on . 

14. Furthermore, 1 note that the claimed invention recites "a monomer of a 
TKPPR analogue thar specifically binds to NP-1 cells or -cells that express NP~1 with avidity thai 
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is equaViobr greater than TKf*PR" s md not just- any "TFCPPR analbgue.* 1 l i> oihcr word£, litis 
recited limitation, is much .narrower than -a monomer of a "TKPPR analogue." Thus r it fc also:my 
opimon that one orordmary skill in the an based on the M)74 Specification would unci £rs land 
how to practice the claimed invention with "a monomer of a TKPPR analogue that specifically 
binds. t6 NT-t ceils or. cells that express NP-1 with avidity that is -equal -to or -greater, than 
TKPPR" without any undue experimentation. 

15* The reason's for my. conclusions inthc preceding- paragraphs are simple; 
First, in thephaniiaceuucal, chemical, and biological fields, it is welj known and common that 
one of ordinary skill in the art reviewing a reference which teaches the use of a parent compound 
would invariably also theri untfenrtari'd^ with an analogue of the 

parent compound without undue experimentation, This .is because the chemistry of analogues or 
analogs arc- well understoo d and thus; there exists ujpvel of predictability in die art betwee n, 
parent compounds and theirmialogucs". Experimentation, if any is. needed," would be loutiric.at. 
most. 

16;. Next, die ^974 Speciftcation itself discfoscs tow jp practice the claimed 
invention with-a monomer of TKPPR. The * 974 Specification disci ose.s examples of how' to 
practice the claimed invention with a monomer of a TKPPR analogue that specifically binds'- to 
N r P- 1 cells or cells that express N'P-'l with avidity that is equal to or greater than TKPPR {see'-. 

Examples 4 and 14, which discuss GTKPPR): The .'974 Specification- further teaches. 
TKPPR analogues that are useful in the present invention have specific characteristics — for 
example, they include molecules. that target the NP~L VEGF binding receptor with avidity that is 
greater thab-o'f equal to TKPPR C?74 Specification, pages'lb-ii). Examples of acceptable 
TKPPR analogies are listed mrdughout the '974 Specification, cg./til page I t, lines 1S-23; The 
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v974,-5prcification lists examples of TKPPR. analogues that result from, «:£. v araIno acid 
substitutions, "made with synonymous: groups ''(page LL F lines 3 £ S0. Indeed,' the 5 974 
Specificatioi^eyen-provides;speciQ'c:aniinO'aci^ maybe substituted for:eacrvof "theThr, 
Lysi Pro and, Arg residues in TKPPR. ■ Sec. .Table;. page. 11; 'Furthermore, the 4 974 Specification 
leaches that TKPPR analogues may be preparedTrom deletions or insertions of amino acids in 
the TKPPR sequence or frorn.muteins or of ihe'T.KPPR*:scqucnce;(pagej6;' lines 20-26) as well 
as- from peptidoniimeucs Or pseudopeptides 'incorporating changes to the. amide bonds of Die 
peptide backbone (page 1 1, lines. IS- 1.9).. Tliiis, die 4 5)74 Specification provides; amp ^guidance 
on practicing the claimed invention, both when A* is a monomer of TKPPR and when Ais a 
monomer of a TKPPR analogue -thai specifically binds to NP-1 cells or cells' U*at express ^NPt I 
With'hvidtiy that is equal to or greater than TKPPR; 

17. Armed wifchjhjs Juiowtedge of how to practice the claimed i riven Lion with 
a monomer of a TKPPR and a monomer of a TKPPR analogue that specifically binds to NP T 1 
cells or cells that express NP- 1 with avidity thatiscqual to or greater tban TKPPR t one Of 
ordinary skill in the art would clearly understand how to. practice. the claimed invention with any: 
other monomers of TKPPR anaJogues that specifically binds to NP-L cells or cells that express 
NP-1 with avidity that is eqmil to or greater than TKPPR-. Experimemadonjf.aiiy is needed, 
would be routine at most, and certainly 'woufd not be undue. 

IS. Therefore, it is my opinion that one skilled in the" act" would be able to 
pracsice.ihe invention of claims 1,23-36 and 49 without undue experimentation when A is a 
monomer of a TKPPR analogue that specifically binds to NP-1 cells or cells that express NP-1 
with avidiry that is equal to or greater than TKPPR, 
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I HEREBY DECLARE ilial. all, statements made of my. own know] edge arc mie, 
and nil statements made on information find belief arc believed to be true. I make this 
declaration understanding that willnij false statements and the like are punishable by fine or 
imprisonment, or both (18 U.S.C |- .1000 and may jeopardize the validity of the application or 
any patent issuing thereon. 

Dated: May 24 t . 2'06j" feespecrfully submitted, 




By: 

Malhew von Wrouski, Ph.D, 
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